We investigated the correlation between cavity formation, prognosis, and tumor stage for pathologic stage I invasive lung adenocarcinomas (IADCs) £3 cm in size. Material/Methods: 2106 candidates with pathologic stage I IADC were identified from Shanghai Chest Hospital between 2009 and 2014. There were 227 patients who were diagnosed as having cavity formation and another 1879 patients who were not (the non-cavitary lung cancer group). Kaplan-Meier analysis curves were conducted to compare the overall survival (OS) and relapse-free survival (RFS) between these 2 groups. Cox proportional hazards regression was performed to discover the independent risk factors of OS and RFS. Receiver operating characteristic (ROC) curve was done to determine the cutoff value of cavity size for predicting prognosis. Furthermore, subgroup analysis was stratified by the size of tumor and the 8 th classification of T category.
Background
Cavitation is a frequent phenomenon discovered among a variety of pulmonary diseases when computed tomography (CT) is conducted. The diagnosis related to this condition varies, including infection, tuberculosis, fungal infections, abscess, and malignant tumors [1] [2] [3] [4] [5] [6] . According to previous studies, cavitation noted on plain chest radiographs has been reported to range from 2% to 25% for primary lung cancers, and 22% with chest CT scans [7] [8] [9] [10] [11] [12] . Compared with the non-cavitary lung cancer group, male patients, a larger tumor size, and squamous cell histology were found to be more prevalent in the cavitary group, and had worse survival outcomes [8, 9, [10] [11] [12] [13] . Squamous cell carcinoma was found to be the most diagnosed histological type among cavitary lung cancer patients [7, 14] . In recent years, due to the increasing incidence in lung adenocarcinoma, more and more cavitary adenocarcinomas have been identified [15, 16] .
Previous reports of clinical and radiological characteristics have been largely based on squamous cell carcinomas. However, information on clinical and radiological characteristics and corresponding clinical prognosis of cavity formation among adenocarcinoma patients have been relatively rare. Therefore, we need to understand the significance of the cavity formation and its prognosis for early-stage adenocarcinoma patients.
In this study we analyzed the clinical records of 2106 patients with pathologic stage I IADC to investigate the prognosis and clinicopathological features of cavitary lung adenocarcinoma.
Material and Methods

Patients
The institutional review board from Shanghai Chest Hospital approved this study and provided informed consent for this operation [KS(Y)1668]. Totally, 3312 patients with pathologic stage I adenocarcinoma according to the 8 th TNM staging system undergoing curative surgery between 2009 and 2014 in Shanghai Chest Hospital were identified. The inclusion and exclusion criteria in this research are listed in Figure 1 . Finally, 2106 patients were eligible and enrolled in this research.
The patients underwent chest CT scan, abdominal color ultrasound, head magnetic resonance imaging (MRI), and bone scan before operation to rule out distant metastasis. Positron emission tomography (PET)-CT scan was performed if necessary.
Helical technique and additional continual thin section (collimation, 2.0 mm or 1.0 mm) scans were obtained in all 227 patients. Qiming Ni and Jing Jiao of the Radiology Department of Shanghai Chest Hospital examined the images according to high-resolution CT scans. The cavitary adenocarcinomas are shown in Figure 2 .
The maximum diameter of cavitation, single or multiple, and the maximum cavitation diameter/maximum tumor diameter ratio were used as potential influencing factors to evaluate the effect on patient prognosis.
All the pathology reports were provided by the Department of Pathology in Shanghai Chest Hospital. All specimens were routinely stained with hematoxylin and eosin. Predominant [17] . In this novel proposal, they defined 5 distinctive subtypes of invasive lung adenocarcinoma in association with prognosis, stating lepidic as favorable, acinar and papillary as intermediate, and micropapillary and solid as poor. We also evaluated lymphatic vessel invasion (LVI), and visceral pleural invasion (VPI) based on Elastica van Gieson staining.
Statistical analyses
All the clinicopathologic data and distributions of survival were analyzed by SPSS 23.0 software package (SPSS Inc., Chicago, IL, USA) or Prism 5 (Graphpad Software Inc., La Jolla, CA, USA). The curves of RFS and OS, as well as their comparisons, were calculated by Kaplan-Meier method, testified by the log-rank test; t test was used in continuous variable analysis and c 2 test was used in categorical variable analysis. Multivariable Cox proportional hazards regression model was applied to identify the independent predictors for survival. The receiver operating characteristic (ROC) cutoff point of the maximum diameter of the cavity and its relationship with the survival results were calculated. Two-sided P<0.05 was considered as statistical significance in this study.
Results
The patient characteristics are listed in Table 1 . Of the 2106 patients included in this study, there were 844 males (40.1%) and 1262 females (59.9%), with an average age of 60.61 years (range from 24 to 85 years). The cavity adenocarcinoma group had more male patients (P=0.015), older age patients (P=0.039), much more common cancer recurrence (P<0.001), and larger tumor size (P=0.004) ( Table 2 ). There were no significant differences in the T status and smoking history. Similarly, histologic findings showed that there were no significant differences in the LVI (P=0.462) and VPI (P=0.754) between the 2 groups. With respect to the predominant histologic subtypes, no significant differences were found between types with lepidic (P=0.603), papillary (P=0.353), acinar (P=0.785), solid (P=0.516), or micropapillary (P=0.177).
There were 176 patients who relapsed during follow-up; the 5-year RFS rate was 88.8%. Kaplan-Meier analysis shown a significantly shorter RFS in the cavitary adenocarcinoma group (Figure 3 ), P=0.001). In detail, adenocarcinoma patients with cavity formation showed 81.3% of 5-year RFS rate while 89.9% for patients without cavity formation. (Table 3) elucidated age, sex, cavity formation, tumor size, T status, predominant histology subtype, surgical resection, VPI, and LVI as potential predictors for RFS. The influence of cavity formation on the T stage found that the survival curve of cavitary adenocarcinoma was always between stage T1c and T2a (P<0.001) ( Figure 4 ). Further, subgroup analysis was performed ( Figure 5 ) and the survival outcome revealed that significantly shorter RFS was founded in cavitary adenocarcinoma patients with stage T1a (P=0.002) and T1b (P<0.001) but not stage T1c (P=0.962) and T2a (P=0.364). This suggests that patients with early-staged IADC with cavity formation should be considered separately, especially when stage T1a and T1b occurred. Subgroup analysis of OS in T status was also performed. Unfortunately, there was no significant difference among patients with or without cavity formation on neither stage T1a (P=0.530), T1b (P=0.288), T1c (P=0.969), or T2a (P=0.591). Multivariate analysis revealed that cavity formation was an independent prognostic factor in pathologic stage I IADC (P=0.003; Table 4 ). There were 59 patients who died during the follow-up, whose causes included 49 patients with lung cancer-specific death (LCSS) (83.0%), 5 patients with non-cancer-related death (8.5%), and unknown causes in 5 patients (8.5%). Kaplan-Meier analysis demonstrated that there were no significant differences in the OS rate ( Figure 6 ) or LCSS rate ( Figure 7 ) between tumors with or without cavity formation (P=0.955 and P=0.628, respectively).
Univariable analysis
Moreover, sex, cavity formation, tumor size, predominant histology subtypes, surgical resection, VPI, and LVI were still significant predictors of RFS in multivariable analysis, while age, T status and mediastinal lymph node assessment were not (Table 4) .
In order to further analyze the influence of cavity characteristics on prognosis, we carried out subgroup analysis of cavity lung adenocarcinoma. We measured the maximum diameter of the cavity, the maximum cavitation diameter/maximum tumor diameter ratio and recorded whether the cavity was multiple or not; the results are summarized in Table 5 . We found that in the group with a maximum cavitation diameter/tumor diameter ratio of £15, the cavity was more likely to be in a multiple state (P<0.001), the ratio might not fully describe the actual situation of the cavity. Therefore, we conducted the ROC curve of the maximum diameter of the cavity, single or multiple, to judge the RFS (Figure 8 ). The results showed that the best cutoff value of maximum diameter of the cavity for judging RFS was 5 mm (sensitivity: 0.500; specificity: 0.783). At the same time, multiple cavities were more likely to lead to recurrence (sensitivity: 0.605; specificity: 0.439).
Discussion
In this study, we investigated the relationship between pathologic stage I IADC with and without cavity formation based on radiological and pathological features. Compared with non-cavitary IADC, we found that cavitation tumors tended to be larger and were significantly associated with worse prognosis. In our series, the incidence of cavitary IADC was 10.8%, which was in line with previous reports [8, 15, 18] . Squamous cell carcinoma was the major histological subtypes studied among cavity formation in the previous studies, however, we tried to focus on the other subtype of cavity cancer, invasive lung adenocarcinoma.
When compared with non-cavitary adenocarcinoma patients, male, older age, larger size of tumor, and patients with postoperative recurrence were more common among those patients 9006 with cavity formation. It was previously reported that cavitary squamous cell carcinoma tended to have a larger tumor size than its non-cavitary equivalent [19] , and we have obtained similar findings with cavitary adenocarcinoma. Our results showed that cavitary adenocarcinoma were on average larger in size than non-cavitary adenocarcinoma, similar to previous studies. There was no significant difference with respect to the T stage and smoking history. Furthermore, there were no significant differences in VPI and LVI between tumors with and without cavity formation. Our results were in line with prior studies [8, 9, [11] [12] [13] . Whereas Watanabe et al. [18] found that cavity was more common in tumors located in the lower lobe with an advanced stage or with a predominantly papillary or solid histologic component. But their study included all lung adenocarcinoma patients from stage I to stage IV and the cavities they studied were all larger than 5 mm in diameter. This difference in patient tumors might partially explain the difference in results. 
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The cause of the cavity has been often discussed. In the course of tumor progression, cancer cells gradually replaced normal alveolar tissue, and due to the inclusion of normal lung tissue, the density on CT image is often uneven. At lower densities, there is a small bright bubble shadow, called cavitation. Lung adenocarcinomas, moreover, often can cause internal fibrous tissue formation, scar tissue contraction, cause alveolar wall break merger, expand, and form a cavity. In addition, when necrotic tissue is excreted, dehydrated and reduced in volume to form a vacuum, or when lung tissue inside the tumor is replaced by cancer tissue, it is also called cavitation. In addition, Zhang et al. [20] reported that the number of tumor blood vessels decreased with increasing tumor size in nonsmall-cell lung cancers (NSCLC), and the possibility that NSCLC can thus outgrow its own blood supply has been previously stated [21] , so inadequate vascularization might partly account for cavity formation in lung carcinoma.
With respect to the prognosis of cavity adenocarcinoma, we analyzed the stage-specific survival between the cavitary and the non-cavitary groups. Compared with non-cavitary adenocarcinoma, cavitary adenocarcinoma had a worse prognosis in RFS. Onn et al. study [9] revealed that cavitary lesions were significantly associated with shorter LCSS (P=0.010) and shorter OS (P<0.007), but it did not distinguish between the pathological types of adenocarcinoma and squamous cell carcinoma. Our findings provided the first evidence that pathologic stage I IADC with cavity formation was associated with a worse prognosis than without cavity. 
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The significance of cavity formation in the T stage of pathologic stage I IADC was unclear in our study. The subgroup analysis of T stage revealed that significantly shorter RFS was founded in cavitary adenocarcinoma patients with stage T1a and T1b but not stage T1c and T2a. This phenomenon was not found in stages 1c and 2a, which might be due to factors that determine the T stage, such as tumor size and LVI, which have a greater impact on staging than cavities. Therefore, upstaging of T stage when stage T1a and T1b IADC with cavity formation occurs is recommended. Unfortunately, our survival analysis 9009 demonstrated there was no significant differences in OS and LCSS rates between tumors with and without cavity formation.
Spread through air spaces (STAS) has been reported as a significant prognostic factor for NSCLC [22, 23] . Tomizawa our study provided important new findings on the clinical impact of the cavity formation in pathologic stage I IADC.
Conclusions
In summary, our findings indicated that cavitary adenocarcinoma has worse prognostic characteristics than non-cavitary adenocarcinoma, especially for cavities >5 mm and multiple cavities. For stage T1a and T1b, cavitary and non-cavitary IADC should be considered separately. Hence, we strongly recommended early stage IADC with cavity formation should be considered as an upstage situation, especially when stage T1a and T1b occurred. 
